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AB Melanin-concentrating hormone (MCH) is a cyclic 19 amino acid orexigenic 
neuropeptide. The action of MCH on feeding is thought to involve the 
activation of its resp. G protein-coupled receptor MCH-Rl . Consequently, 
antagonists that block MCH regulated MCH-Rl activity may provide a viable 
approach to the treatment of diet-induced obesity. This communication 
reports the discovery of a novel MCH-Rl receptor antagonist, which was 
identified through high throughput screening. The solid-phase synthesis 
and structure-activity relationship of related analogs is described. 

IT 846020-68-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(solid phase synthesis and structure-activity relationships of 
biarylethers as melanin-concentrating hormone receptor-1 antagonists 
identified through high throughput screening) 
RN 846020-68-6 CAPLUS 

CN Benzamide, 4- (3, 4-dimethylphenoxy ) -3- [ [ [ ( 4-phenoxyphenyl ) amino] carbonyl] am 
ino]-N-[2-(l-pyrrolidinyl)ethyl]- (CA INDEX NAME) 
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AB The optimization of the distance between two key pharmacophore features 
within our first hit compds . led to the identification of a new class of 
potent non-peptidic antagonists for the MCH-Rl, based around 
4-amino-2-cyclohexylaminoquinazolines . In particular, ATC0065, N 
2- [cis-4- ( { 2- [4-Bromo-2- (trifluoromethoxy) phenyl ] ethyl }amino) cyclohexyl] - 
N4, N4-dimethylquinazoline-2, 4-diamine dihydrochloride, bound with high 
affinity to the MCH-Rl (IC50 value of 16 nM) and showed good metabolic 
stability in liver microsomes from human and rat. 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(amino cyclohexylaminoquinazolines as metabolically stable 
melanin-concentrating hormone receptor 1 antagonists) 
RN 617245-27-9 CAPLUS 

CN Benzamide, 2-methoxy-4- [ [ [ (3-phenoxyphenyl) amino] carbonyl] amino] -N- [3- (1- 
piperidinyl) propyl]- (CA INDEX NAME) 
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AB The title compds., or pharmaceutically-acceptable salts, tautomers or 

prodrugs thereof, are provided. Also provided are methods for treating or 



preventing a melanin-concentrating hormone-mediated disorder in a subject, 
comprising administering to a subject in need of such treatment or 
prevention a compound of the invention. Preparation of compds, e.g. I, is 

described. 
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antagonists for 

therapeutic use) 
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CN Benzamide, 4- (3, 4-dimethylphenoxy ) -3- [ [ [ ( 4-phenoxyphenyl ) amino] carbonyl] am 
ino]-N-[2-(l-pyrrolidinyl)ethyl]- (CA INDEX NAME) 
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LA English 
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AB Synthesis, in vitro biol. evaluation and structure-activity relationships 
of 4-acylamino-and 4-ureidobenzamides as novel hMCHlR-antagonists are 
disclosed. The nature of the amine side chains could be varied 
considerably in contrast to the central benzamide scaffold and aromatic 
substituents . 
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( 4-Acylamino-and 4-ureidobenzamides as melanin-concentrating hormone (MCH) 

receptor 1 antagonists) 
RN 617244-41-4 CAPLUS 

CN Benzamide, N- [ ( l-ethyl-2-pyrrolidinyl) methyl] -2-methoxy-4- [ [ [ (4- 
phenoxyphenyl) amino] car bonyl] amino] - (CA INDEX NAME) 
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RN 617245-26-8 CAPLUS 

CN Benzamide, 2-methoxy-4- [ [ [ ( 4-phenoxyphenyl ) amino] carbonyl] amino] -N- [3- (1- 
piperidinyl) propyl]- (CA INDEX NAME) 
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CN Benzamide, 2-methoxy-4- [ [ [ (3-phenoxyphenyl ) amino] carbonyl] amino] -N- [3- (1- 
piperidinyl) propyl]- (CA INDEX NAME) 
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CN Benzamide, 2-methoxy-N- [3- (4-morpholinyl)propyl] -4- [ [ [ (3- 
phenoxyphenyl) amino] carbonyl] amino] - (CA INDEX NAME) 
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CN Benzamide, N- [ ( l-ethyl-2-pyrrolidinyl ) methyl] -4- [ [ [ ( 4- 
phenoxyphenyl ) amino] car bonyl] amino] - (CA INDEX NAME) 
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CN Benzamide, 4- [ [ [ ( 4-phenoxyphenyl ) amino] carbonyl] amino] -N- [2- [4- 
(phenylmethyl) -1-piperazinyl] ethyl] - (CA INDEX NAME) 
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CN Benzamide, 2-methoxy-4- [ [ [ ( 2-phenoxyphenyl ) amino] carbonyl] amino] -N- [3- (1- 
piperidinyl) propyl]- (CA INDEX NAME) 
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AB Title compds. I [wherein A = a linker, e.g. CHR7CONR7, C0NR7, 0C0NR7, 
S02NR7, CHR7NR7CO, NR7CONR7, hexahydro-2-oxo-pyrimidine-l, 3-diyl, 

2-oxoimidazolidine-l , 3-diyl, 1,2, 4-oxadiazolediyl , 1,3, 4-oxadiazolediyl , 
(un) substituted imidazolediyl or 1 , 2 , 4-tr iazolediyl , CH=CH, 0CHR7, 
NR7CHR7, or SCHR7; B = CH2, 0CH2, 0, 802, NR7, S, NR7CH2, SCH2, C0NR7, 
S02NR7, CO, or CH0R7; Arl and Ar2 = independently (hetero) aryl; Rl and R2 
= independently H, halo, CF3, 0CF3, SCF3, SMe, nitrile, alkyl, alkenyl, or 
alkynyl; or Rl and R2 may be connected to each other to form annelated 
rings; R5 and R5 = independently H, halo, alkoxy, OH, (di) alkylamino, 
hydroxyalkyl, carboxamido, acyl (amide) , CHO, nitrile, alkyl, alkenyl, 
alkynyl, SMe, (fluoro) alkyl, (fluoro) alkoxy, (f luoro) thioalkoxy, S02NH2, 
(di) alkylaminosulf onyl, or alkylsulf onyl ; more than one R5 and/or R6 may 



be present; Q = substituted amino; R7 = independently H, alkyl, or 
alkenyl; n = 1-3; and physiol. acceptable salts, complexes, solvates, and 
prodrugs thereof] were prepared as melanin-concentrating hormone (MCH) receptor 
modulators. For example, coupling of 4-aminobenzoic acid with 
4-phenoxyphenyl isocyanate in DCM gave 4-[3-(4- 

phenoxyphenyl ) ureido] benzoic acid (79%). Condensation of the acid with 
2- ( aminomethyl ) -1-ethylpyrrolidine afforded the ureidobenzamide II (34%). 
In assays of [1251] -MCH binding and phosphatidylinositol turnover using 
transiently transfected COS-7 cells or stably transfected CHO cells 
expressing the human MCH-1 receptor, II exhibited activity with IC50 
values of 0.25 |j,M and 1.3 (xM, resp. Thus, I and their 
pharmaceutical compns. are useful in the treatment or prevention of 
obesity, depression, diabetes, bulimia, and other MCH receptor related 
disorders (no data) . 
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(MCH receptor modulator; preparation of benzamides as MCH receptor 
modulators for treatment of obesity, depression, diabetes, bulimia, and 
related disorders) 
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CN Benzamide, 4- [ [ [ (4-phenoxyphenyl) amino] carbonyl] amino] -N- [2- (1- 
piperidinyl) ethyl]- (CA INDEX NAME) 
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phenoxyphenyl) amino] carbonyl] amino] - (CA INDEX NAME) 
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CN Benzamide, 4- [ [ [ (4-phenoxyphenyl) amino] carbonyl] amino] -N- [2- (1- 
pyrrolidinyl) ethyl]- (CA INDEX NAME) 
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CN Benzamide, 4- [ [ [ ( 4-phenoxyphenyl ) amino] carbonyl] amino] -N- [ [4- 
(phenylmethyl) -2-morpholinyl] methyl ] - (OA INDEX NAME) 
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CN Benzamide, 4- [ [ [ (4-phenoxyphenyl) amino] carbonyl] amino] -N- [1- (phenylmethyl ) - 
4-piperidinyl]- (CA INDEX NAME) 
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CN Benzamide, N- [ ( l-ethyl-2-pyrrolidinyl ) methyl] -4- [ [ [ ( 4- 
phenoxyphenyl ) amino] car bonyl] amino] - (CA INDEX NAME) 




RN 617246-60-3 CAPLUS 

CN Benzamide, 4- [ [ [ ( 4-phenoxyphenyl ) amino] carbonyl] amino] -N- [2- [4- 
(phenylmethyl) -1-piperazinyl] ethyl] - (CA INDEX NAME) 




Ph- CH2 
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CN Benzamide, N-methyl-N- [3- ( 4-methyl-l-piperazinyl ) propyl] -4- [ [ [ (4- 
phenoxyphenyl) amino] carbonyl] amino] - (CA INDEX NAME) 




